Background: Combinations of trastuzumab with either docetaxel or vinorelbine are considered valuable treatment options for HER2-positive metastatic breast cancer patients. We performed a retrospective comparison of the clinical outcomes associated with either one of these combinations. Methods: From a multi-institutional database we retrieved 179 patients treated with either docetaxel or vinorelbine plus trastuzumab as first-line therapy for HER2-positive advanced breast cancer.
Background
Trastuzumab, a monoclonal antibody directed against HER2, the product of the c-erbB2 proto-oncogene, represents a major step forward in the treatment of the subset of 20 to 30% human breast cancers carrying this genetic abnormality [1] [2] [3] [4] . The combination of trastuzumab and chemotherapy resulted in improved clinical outcomes, compared with chemotherapy alone, in patients with HER2-positive advanced breast cancer [1, 2] . On account of the pivotal trial [1] and of a subsequent randomized phase II study (M77001) [2] , this monoclonal antibody was registered for the treatment of HER2-positive advanced breast cancer patients in combination with the taxanes paclitaxel and docetaxel.
Based on preclinical observations suggesting additivity or even synergism between trastuzumab and other commonly used cytotoxic agents [5, 6] , several phase II clinical trials have been subsequently conducted testing different associations. Vinorelbine, a vinca-alkaloid derivative, has shown a remarkable clinical activity in anthracycline pre-treated advanced breast cancer patients [7] [8] [9] . Preclinical synergism between vinorelbine and trastuzumab was apparently confirmed in the clinic. Response rates of up to 84% response rates were reported when vinorelbine and trastuzumab were used as first-line treatment in appropriately selected HER2-positive advanced breast cancer patients [10, 12, 13] . For these reasons, together with the favorable toxicity profile of this compound, vinorelbine represents a possible alternative to taxanes in combination with trastuzumab. To date, the choice between a taxane or vinorelbine as a companion for trastuzumab in the first-line treatment of HER2-positive metastatic breast cancer does not rely on data from direct comparisons. A single trial, which failed its target accrual, is available that sought to compare first-line trastuzumab with vinorelbine or with taxanebased therapies [14] . Although it may be reassuring that in the 81 out of the projected 250 patients that could be randomized no significant differences in the main clinical outcomes were observed, this trial can hardly be considered conclusive with respect to its main objectives. Apart from premature closure, another limitation of this trial is that patients in the taxane based arm received heterogeneous paclitaxel and docetaxel-based combinations.
Due to the potential relevance of the issue of the optimal combination of chemotherapy with trastuzumab and the lack of solid evidence from prospective trials, we undertook a retrospective comparison of trastuzumab with either docetaxel or vinorelbine as first-line treatment for HER2-positive advanced breast cancer.
Patients and methods
Patients for this analysis were selected from a multiinstitutional database containing the clinical data of women with HER2-positive breast cancer receiving trastuzumab-based therapy for metastatic disease and treated at 11 different Institutions in Italy, United Kingdom and Hungary. Investigators at each site were asked to provide data for all the consecutive patients who received at least one infusion of trastuzumab for the treatment of metastatic breast cancer, together with their clinical and pathological characteristics, prior treatments for breast cancer and details of the first trastuzumab-based treatment (drugs and doses, best tumor response, date of further progression, and date of death or of last follow-up visit). As of October 31 st 2008 the database contained clinical data of 441 patients. We queried the database in order to select patients who had received trastuzumab with either docetaxel or vinorelbine as first-line treatment for HER2-positive disease. Patients selected for this analysis could have received endocrine therapy for metastatic disease but not prior chemotherapy other than in the adjuvant or neoadjuvant setting. HER2 positivity was defined as 3+ score by immunohistochemistry (IHC) using the HercepTest. In the case of 2+ score at IHC, the confirmation of HER2 gene amplification by Fluorescence in situ hybridization (FISH) was required. All patients had their specimens centrally reviewed for HER2 status by the HercepTest and, when required, by FISH analysis.
For patients with measurable metastatic disease, we asked the investigators to assess and report tumor response according to the WHO criteria [15] . No centralized review of diagnostic imaging was performed to confirm the tumor responses reported by investigators. Response rate was defined as the proportion of patients achieving complete or partial remission (CR+PR). Time to progression (TTP) and overall survival (OS) were calculated by the Kaplan Meier method for the overall dataset of patients (intent-to-treat analysis) from the date of the first administration of trastuzumab to the date of tumor progression or death by any cause (TTP), or to the date of death (OS).
Patients who were alive were censored at the date of the last follow-up contact. Comparisons between patients characteristics were studied by the Chi Square or the Fischer's exact test for dichotomous variables, and by the Mann Whitney U test for continuous variables. Survival curves were compared by the log-rank test. Additionally, the impact of type of treatment (docetaxel or vinorelbine) and other variables on TTP and OS was studied by Cox Proportional Hazards Analysis. Statistical significance was set at p < 0.05. All the analyses were conducted by the SPSS 15.0 statistical package.
Being a retrospective analysis of clinical outcomes, no specific written informed consent was required for this study. However, the process of data collection was conducted in compliance with the Ethical requirements of each of the participating Institutions.
Results

Patients and treatments
A total of 178 women with HER2-positive metastatic breast cancer (IHC 3+ or FISH positive) started trastuzumab with either docetaxel (106) or vinorelbine (72) as first-line treatment between September 1999 and June 2008. Main patient characteristics according to type of chemotherapy are summarized in table 1. Significant imbalances in the two groups were found for stage of disease at first diagnosis of breast cancer, with more patients with stage IV in the docetaxel group, for lung and soft tissue involvement, which again were more frequent in the docetaxel group. Prior exposure to taxanes in the adjuvant setting was more frequent in the vinorelbine group. Differences of borderline statistical significance were also found for HER2 status at IHC, which was more frequently 3+ in the vinorelbine group, and for visceral involvement and ≥ 3 metastatic sites, which were more frequent in the docetaxel group.
Docetaxel was always administered every 3-weeks, at doses per-cycle ranging from 75 to 100 mg/m 2 , and continued for 6 to 8 cycles. Patients achieving at least SD continued with trastuzumab alone as maintenance treatment. By converse, vinorelbine, which was administered weekly, usually at the dose of 25 mg/m 2 , was planned to be continued with trastuzumab until tumor progression or unacceptable toxicity. The median number of administered cycles of docetaxel was 6 (range [1] [2] [3] [4] [5] [6] [7] [8] . The median number of weekly doses of vinorelbine was 38 (range 3-52).
Analysis of tumor response
A total of 166 patients had measurable metastatic disease and could be evaluated for tumor response. Tumor responses according to type of treatment, as reported by each investigator at each site, are summarized in table 2.
The combination of docetaxel and trastuzumab resulted in superior ORR (77 vs 57%, p = 0.01), which was mainly due an increase in the partial remission rate. Twelve and thirteen patients in the docetaxel and vinorelbine group respectively, achieved a disease stabilization that lasted at least 6 months. The resulting clinical benefit rate was 89% and 76% for docetaxel and vinorelbine, respectively (p = 0.07). We then fitted Cox Proportional Regression models of TTP and OS including the following covariates together with type of chemotherapy added to trastuzumab: patient age, which was dichotomized around its overall median value of 55 years, disease-free survival (DFS) from the diagnosis of primary breast cancer to the diagnosis of metastatic disease, which was dichotomized around its overall median value of 21 months, hormone receptor status, HER2 status (3+ vs 2+/FISH positive), receipt of prior adjuvant or neoadjuvant chemotherapy, prior treatment with anthracyclines, prior treatment with taxanes, prior exposure to endocrine therapy, pattern of metastatic disease (liver vs other sites), number of metastatic sites (1 vs 2 vs ≥ 3). All the variables, regardless of their significance at univariate analysis, were included into a saturated model and then removed one at a time through a backward elimination selection method using the Wald test at a significance level of p < 0.05. Results of the multivariate analysis are summarized in table 3.
Disease-free interval < 21 months, liver involvement and multiple sites of metastatic disease were significantly associated with worse DFS. In the model including these (table 3) . The multivariate analysis showed that the same factors predicting TTP were also associated with worse OS and that docetaxel was associated with a statistically significant reduction in the risk of death (table 3) .
Analysis of post-progression treatments and outcomes
Second-line treatment was known for 124 of 137 patients who progressed during first-line trastuzumab plus either docetaxel or vinorelbine (table 4) . Thirty-one patients (38%) crossed over from docetaxel to vinorelbine-based treatments and 17 patients (30%) crossed over from vinorelbine to a taxane. Eighteen patients initially treated with docetaxel and 17 of those treated with vinorelbine continued trastuzumab beyond disease progression in addition to second-line chemotherapy. In a total of 123 patients whose tumor response to secondline therapy was available, the ORR was 24% and 31% for those initially treated with trastuzumab with docetaxel or vinorelbine, respectively (p = 0.51). Median time to progression during salvage chemotherapy was 7.7 months and 4.6 months for patients initially treated with trastuzumab with docetaxel and vinorelbine, respectively (p = 0.02, figure 3 ).
Discussion
In this retrospective comparison, the combination of docetaxel and trastuzumab was associated with higher response rate and longer overall survival compared with vinorelbine and trastuzumab, with no differences in time to progression. Obviously, because of retrospective nature of the study, several biases need to be taken into account when interpreting our findings.
A major source of bias is the fact that the two populations were unbalanced with respect to factors that could have potentially affected clinical outcomes. For example, patients receiving docetaxel had more frequently features of aggressive disease (more patients with stage IV at first diagnosis of breast cancer, with visceral involvement and with ≥ 3 metastatic sites). By converse, patients in the vinorelbine group could be considered relatively chemoresistant because of a more frequent exposure to neo-or adjuvant chemotherapy, and to taxanes in particular. Although we performed multivariate analyses to correct the effect of treatment by these potential covariates, the real impact of these imbalances can not be estimated in this relatively small cohort of patients. Another possible source of bias in our study is the fact that no central revision of tumor response was performed and timing and modality of disease assessment might have been different according to the Institution and the treating physician. In this respect, the higher response rate in the docetaxel-trastuzumab treated group must be considered with caution.
The other relevant finding of our study was the overall survival advantage in the docetaxel group. The endpoint of mortality, which in our database is accurately collected and constantly updated, is much less subject to measurement bias than tumor response and time to progression. We might be conservative and consider also this finding as a possible result of the non-randomized nature of our study.
In spite of that, we believe that this difference in overall survival is worth additional analysis. Studying second-line options and outcomes, we found that time to progression during salvage chemotherapy was significantly longer in patients receiving docetaxel. This possibly implies higher sensitivity to subsequent chemotherapy in these patients, which could be the reason for the improvement in survival. In our opinion, this hypothesis could be true for two reasons, which are not mutually exclusive. The first is that, as already discussed, patients treated with vinorelbine had been more frequently exposed to adjuvant chemotherapy and to taxanes in particular. This exposure may have resulted in increased chemoresistance. The second reason is slightly more speculative. The two regimens that were compared differed in the duration of chemotherapy. All the patients in the docetaxel group received this drug on a 3-weekly basis and for 6-8 cycles, beyond which single agent trastuzumab was administered to non-progressing patients. Conversely weekly vinorelbine was administered with trastuzumab until tumor progression, resulting in longer duration of the combined treatment. If this could have delayed tumor progression, it is also possible that prolonged exposure to vinorelbine could have determined the development of a multidrug resistant phenotype [16] , which limited the efficacy of subsequent salvage therapy. Recently published guidelines indicate both docetaxel and vinorelbine among the preferred first-line agents with trastuzumab despite the absence of randomized comparisons among different combinations [17] . If, on one hand, this implies an assumption of equal efficacy, on the other hand it points at toxicity and convenience as factors to guide therapeutic choices. Unfortunately, we were not able to collect accurate safety data in our study. However, differences between docetaxel and vinorelbine in combination with trastuzumab can be derived from the medical literature and from our previous published experience [2, 10, 18, 19] . Docetaxel is more frequently associated with grade 3 and 4 neutropenia, febrile neutropenia, thrombocytopenia (all grades), alopecia, fluid retention, nail changes and peripheral neuropathy. By converse, vinorelbine, is more frequently associated with constipation and gastrointestinal disorders. Overall, the docetaxel-trastuzumab regimen is, in fact, more toxic than vinorelbine-trastuzumab. Therefore, it is reasonable to prefer vinorelbine and trastuzumab, as many oncologists do, if the assumption of equal efficacy is true. However, we believe that our results, together with those of a randomized study in the adjuvant setting, [20] seem to challenge this assumption.
In high-risk, operable breast cancer patients, docetaxel followed by FEC (5-fluorouracil, epirubicin and cyclophosphamide) outperformed vinorelbine followed by FEC, with a 42% proportional reduction in the hazard of Figure 3 Kaplan-Meier estimates of time to second progression, measured from the date of second-line therapy initiation to that of tumor progression or death in the absence of progression in patients whose initial treatment was docetaxel plus trastuzumab (solid line) or vinorelbine plus trastuzumab (dashed line). The analysis is based on 69 and 49 events occurring in 80 and 57 patients who had initially received trastuzumab with docetaxel or vinorelbine, respectively. recurrence or death (p = 0.005) [20] . The same study also randomized patients with HER2-positive disease to 9 weeks of trastuzumab given concomitantly with docetaxel or vinorelbine. A recent update of this study confirmed that the addition of trastuzumab to docetaxel, but not to vinorelbine, yielded a significant benefit in terms of time to distant relapse [21] .
Based on our findings of an increased overall survival in patients receiving docetaxel-trastuzumab, we believe that the issue of optimal companion cytotoxic agent for trastuzumab in first-line regimens for HER2-positive metastatic breast cancer is worthy of further investigation in adequately designed prospective trials.
Conclusions
Our retrospective analysis confirms that both docetaxel and vinorelbine, when combined with trastuzumab, provide excellent rates of tumor control in patients with HER2-positive advanced breast cancer. With the increasing number of women receiving docetaxel and trastuzumab as part of adjuvant treatment, our data provide reassurance on combinations of vinorelbine and trastuzumab as first-line option for recurring patients. At the likely price of increased toxicity, docetaxel may offer some advantage in terms of response rate and resulted in a significantly prolonged overall survival, which deserves further investigation.
